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Isoniazid-Related Fatal Hepatitis

To THE EpImor: The recent article by Millard and col-
leagues on fatal isoniazid hepatitis (June 1996 issue)
was a thorough survey of all cases of death reportedly
due to isoniazid chemoprophylaxis.' They used data
from the Public Health Service to assess the death rate
attributed to isoniazid, which they estimated to be 4.2
per 100,000 people started on therapy since 1972 and
1.7 per 100,000 treated since the current monitoring
guidelines were established.? This is the most accurate
estimate we have to date for the magnitude of risk for
fatal isoniazid hepatitis, which is substantially lower
than was previously thought.® The death rate that they
found for monitored prophylaxis is similar to that seen
in a previous study and is equivalent to the rate for death
due to hepatitis of any cause in the general population.*

A major error made in this study was the use of the
number of people completing therapy as the denomina-
tor for all the deaths found to calculate their risk of
death, which was estimated to be as high as 7 per
100,000. A review of each of the deaths indicated that
essentially all had occurred during the course of treat-
ment or within days of discontinuing the drug before
completing therapy. It is clear that those people who suc-
cessfully finish a full course of treatment and survive
have no further risk for drug-related death. Any figures
used in this article describing their risk for death should
be ignored.
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* * *

Drs Millard and Wilcosky Respond

To THE EDITOR: Fatal hepatitis from isoniazid adminis-
tered as a single agent for the prevention of tuberculosis
is a rare event. The debate about just how rare has con-
tinued since the first reports of death from isoniazid-
associated hepatitis in the early 1970s.! Although our
study provides the best evidence to date concerning the
case rate of fatal isoniazid-associated hepatitis among
public sector patients, it has a number of limitations with
regard to both the numerator (incomplete ascertainment
of cases and possible misclassification of cause of death)
and denominator. Ideally, the death rate would be
expressed in terms of the number of deaths per person-
time of isoniazid administration (for example, deaths per
100,000 person-months); unfortunately, only estimates
of the total number of patients starting and completing
therapy are available.? Dr Salpeter correctly points out
that people who have completed therapy are no longer at
risk of isoniazid-associated hepatitis. Likewise, people
who have stopped taking isoniazid before completing
their course of therapy are no longer at risk. For this rea-
son, we calculated two rates: the death rate per 100,000
persons beginning therapy (an underestimate) and the
death rate per 100,000 persons completely therapy (an
overestimate). Recognizing the uncertainties in our data,
we think that the “right” rate lies between 4.2 per
100,000 persons beginning therapy and 7.0 per 100,000
persons completing therapy.
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